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L9 ANSWER 1 OF 8 MEDLINE on STN 

TI Versatile expression system for rapid and stable production of recombinant 
proteins . 

AB Previously we reported the development of a novel expression system with 
Tat/TAR-oriP vectors and HKBll cell line, which supports high level 
protein expression (Cho et al . Cytotechnology 2 001, 37, 
23-30) . In the present study, we further demonstrated that HKBll 
cells are suitable for high throughput expression (microgram 
scale) of genomic candidates in transient transfection system for in vitro 
evaluation of biological functions. HKBll cells were 

also shown to support the production of milligram to gram quantities of 
protein drug candidates for in vivo evaluation of efficacy in various 
disease models. Stable HKBll clones secreting high levels of a tissue 
factor (TF; 40-50 pg/c/d) and B-domain deleted recombinant factor VIII 
(BDDrFVIII; 5-10 microU/c/d) were derived under serum-free conditions. 
The specific productivity for these two proteins from the HKBll 
cells was 10-fold greater than those from CHO cells derived under 
the similar conditions. In conclusion, we have demonstrated that the 
HKBll cell line is well -suited for transient and long-term production of 
recombinant proteins. 
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L9 ANSWER 2 OF 8 USPATFULL on STN 
TI Enhanced transfection system 

AB A mammalian cell gene expression vector system comprising (a) an 

episomal maintenance system (b) , a strong promoter /enhancer , (c) a 
protein transact ivat ion system and (d) DNA coding for a heterologous 
protein. The episomal maintenance and protein transact ivation systems 
can include sub-elements located on the same or different plasmids 
within the cell expression system. 
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L9 ANSWER 3 OF 8 BIOS IS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 
TI Versatile expression system for rapid and stable production of recombinant 
proteins . 

AB Previously we reported the development of a novel expression system with 
Tat/TAR-oriP vectors and HKB11 cell line, which supports high level 
protein expression (Cho et al . Cytotechnology 2001, 37, 
23-30) . In the present study, we further demonstrated that HKB11 
cells are suitable for high throughput expression (microgram 
scale) of genomic candidates in transient transfection system for in vitro 
evaluation of biological functions. HKB11 cells were 

also shown to support the production of milligram to gram quantities of 
protein drug candidates for in vivo evaluation of efficacy in various 
disease models. Stable HKB11 clones secreting high levels of a tissue 
factor (TF; 40-50 pg/c/d) and B-domain deleted recombinant factor VIII 
(BDDrFVIII; 5-10 muU/c/d) were derived under serum- free conditions- The 
specific productivity for these two proteins from the HKB11 
cells was 10 -fold greater than those from CHO cells derived under 
the similar conditions. In conclusion, we have demonstrated that the 
HKB11 cell line is well-suited for transient and long-term production of 
recombinant proteins. 
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L9 ANSWER 4 OF 8 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 
TI An oriP expression vector containing the HI.V-1 Tat/TAR transactivation 

axis produces high levels of protein expression in 

mammalian cells. 

AB A mammalian gene expression vector based on cytomegalovirus (CMV) 

enhancer /promoter (CMVe/p) for the regulation of gene expression was 
further optimized by adding oriP elements derived from Epstein-Barr virus 
(EBV) and the Tat/TAR transactivation axis from human immunodeficiency 
virus type 1 (HIV-1) . Using the Tat/TAR-oriP expression vector, a 
transient transfection system was optimized for an extended culture period 



to produce large amounts of secreted IL-2SA (an IL-2 mutein) in 
HKB11 cells. We observed a 4 -fold increase in IL-2SA 
expression in cells transfected with vectors containing the HIV-1 
transactivation axis (Tat/TAR) or oriP elements alone when compared to 
cells transfected with the control vector having a CMVe/p. Cells 
transfected with expression vectors equipped with both oriP and Tat/TAR 
showed an 18-fold increase in IL-2SA expression. This transient 
transfection system maintained high secretion of IL-2SA for a period of 
10 -day with no appreciable loss in expression. We demonstrate that during 
this 10 -day culture period, it was possible to produce 1-100 mg of 
proteins using 500 mug of plasmid DNA. 
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L9 ANSWER 5 OF 8 SCISEARCH COPYRIGHT 200 3 THOMSON ISI on STN 
TI Versatile expression system for rapid and stable production of recombinant 
proteins 

AB Previously we reported the development of a novel expression system 

with Tat/TAR-oriP vectors and HKB11 cell line, which supports high level 

protein expression (Cho et al. Cytotechnology 2001, 37, 

.23-30) . In the present study, we further demonstrated that HKB11 

cells are suitable for high throughput expression (microgram 

scale) of genomic candidates in transient transfection system for in vitro 

evaluation of biological functions. HKB11 cells were 

also shown to support the production of milligram to gram quantities of 
protein drug candidates for in vivo evaluation of efficacy in various 
disease models. Stable HKB11 clones secreting high levels of a tissue 
factor (TP; 40-50 pg/c/d) and B-domain deleted recombinant factor VIII 
(BDDrFVIII; 5-10 muU/c/d) were derived under serum-free conditions. The 
specific productivity for these two proteins from the HKB11 
cells was 10 -fold greater than those from CHO cells derived under 
the similar conditions. In conclusion, we have demonstrated that the HKB11 
cell line is well- suited for transient and long-term production of 
recombinant proteins . 
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L9 ANSWER 6 OF 8 SCISEARCH COPYRIGHT 2003 THOMSON IS I on STN 

TI An oriP expression vector containing the HIV-1 Tat/TAR trans activation 

axis produces high levels of protein expression in 

mammalian cells 

AB A mammalian gene expression vector based on cytomegalovirus (CMV) 

enhancer /promoter (CMVe/p) for the regulation of gene expression was 
further optimized by adding oriP elements derived from Epstein-Barr virus 
(EBV) and the Tat/TAR transactivation axis from human immunodeficiency 
virus type 1 (HIV-1) . Using the Tat/TAR-oriP expression vector, a 
transient transfection system was optimized for an extended culture period 
to produce large amounts of secreted IL-2SA (an IL-2 mutein) in 
HKB11 cells. We observed a 4-fold increase in IL-2SA 
expression in cells transfected with vectors containing the HIV-1 
transactivation axis (Tat/TAR) or oriP elements alone when compared to 
cells transfected with the control vector having a CMVe/p. Cells 
transfected with expression vectors equipped with both oriP and Tat/TAR 
showed an 18 -fold increase in IL-2SA expression. This transient 
transfection system maintained high secretion of IL-2SA for a period of 
10 -day with no appreciable loss in expression. We demonstrate that during 
this 10-day culture period, it was possible to produce 1-100 mg of 
proteins using 500 mug of plasmid DNA. 
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L9 ANSWER 1 OF 8 HCAPLUS COPYRIGHT 2003 ACS on STN 

TI Versatile Expression System for Rapid and Stable Production of Recombinant 
Proteins 

AB Previously we reported the development of a novel expression system with 
Tat/TAR-oriP vectors and HKB11 cell line, which supports high level 
protein expression (Cho et al . Cytotechnol . 2 001, 37, 
2 3-30) . In the present study, we further demonstrated that HKB11 
cells are suitable for high throughput expression (microgram 
scale) of genomic candidates in transient transfection system for in vitro 
evaluation of biol . functions. HKB11 cells were also 

shown to support the prodn. of milligram to gram quantities of protein 
drug candidates for in vivo evaluation of efficacy in various disease 
models. Stable HKB11 clones secreting high levels of a tissue factor (TF; 
4 0-50 pg/c/d) and B- domain deleted recombinant factor VIII (BDDrFVIII; 
5-10 .mu.U/c/d) were derived under serum- free conditions. The specific 
productivity for these two proteins from the HKB11 cells 
was 10 -fold greater than those from CHO cells derived under the similar 
conditions. In conclusion, we have demonstrated that the HKB11 cell line 
is well-suited for transient and long-term prodn. of recombinant proteins. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT: 



2002:951572 HCAPLUS 
138:152354 

Versatile Expression System for Rapid and Stable 
Production of Recombinant Proteins 

Cho, M.-S.; Yee, H. ; Brown, C; Mei, B.; Mirenda, C; 
Chan, S. 

Molecular and Cell Biology, Process Sciences, Bayer 

Biotechnology, Berkeley, CA, 94701-1086, USA 

Biotechnology Progress (2003), 19(1), 229-232 

CODEN: BIPRET; ISSN: 8756-7938 

American Chemical Society 

Journal 

English 

13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 
TI 



ANSWER 8 OF 8 HCAPLUS COPYRIGHT 2 003 ACS on STN 

An oriP expression vector containing the HIV-1 Tat/TAR transactivation 
axis produces high levels of protein expression in 
mammalian cells 

A mammalian gene expression vector based on cytomegalovirus (CMV) 
enhancer/promoter (CMVe/p) for the regulation of gene expression was 
further optimized by adding oriP elements derived from Epstein-Barr virus 
(EBV) and the Tat/TAR transactivation axis from human immunodeficiency 
virus type 1 (HIV-1) . Using the Tat/TAR-oriP expression vector, a 
transient trans feet ion system was optimized for an extended culture period 
to produce large amts. of secreted IL-2SA (an IL-2 mutein) in 
HKB11 cells. The authors obsd. a 4 -fold increase in 
IL-2SA expression in cells trans fee ted with vectors contg. the HIV-1 
transactivation axis (Tat/TAR) or oriP elements alone when compared to 
cells transfected with the control vector having a CMVe/p. Cells 
transfected with expression vectors equipped with both oriP and Tat/TAR 
showed an 18-fold increase in IL-2SA expression. This transient 
transfection system maintained high secretion of IL-2SA for a period of 
10 -day with no appreciable loss in expression. During this 10 -day culture 
period, it was possible to produce 1-100 mg of proteins using 500 .mu.g of 
plasmid DNA. 
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Lll ANSWER 1 OF 1 USPATFULL on STN 

TI Vectors having terminal repeat sequence of Epstein-Barr virus 
AB The use of a unique terminal repeat sequence derived from Epstein-Barr 
virus to improve the integration frequency of heterologous expression 
vectors in transfected cells is described. The vectors can be used in a 
process for deriving high producing cell lines. 
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LI 3 ANSWER 1 OF 17 USPATFULL on STN 

TI Lentiviral vector particles resistant to complement inactivation 

AB The present invention provides a retroviral gene delivery system that 

resists complement inactivation through the incorporation of a 
complement regulatory protein into retroviral particles. In particular, 
the present invention provides a lentiviral packaging system comprising 
at least two vectors : a first vector which comprises a nucleotide 
sequence comprising a gag, a pol, or gag and pol genes; and a second 
vector which comprises a nucleotide sequence comprising a gene that 
encodes a complement regulatory protein (CRP) and, optionally, a gene 
that encodes a heterologous or functionally modified envelope protein. 
The genes encoding a heterologous or functionally modified, envelope 
protein and a CRP are provided either together in a second nucleotide 
sequence, or separately in second and third nucleotide sequences. 
Producer cells comprising the packaging constructs of the present 
invention and a transgene can be used to produce recombinant retroviral 
particles for transgene delivery. 
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L13 ANSWER 2 OF 17 USPATFULL on STN 
TI Pseudotyped retroviral vectors 

AB The present invention provides pseudotyped retroviral vectors and 
packaging systems and methods of using such vectors for 
retroviral -mediated gene transfer. In particular, the present invention 
provides a retroviral packaging system that comprises at least two 
vectors: a first vector comprising a gag, a pol, or gag and pol genes; 
and a second vector comprising a functionally modified or heterologous 
envelope gene, for example, a baculovirus envelope gene. 
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TI Host cells containing multiple integrating vectors 

AB The present invention relates to the production of proteins in host 
cells, and more particularly to host cells containing multiple 
integrated copies of an integrating vector. Suitable integrating vectors 
for use in the present invention include retrovirus vectors, lentivirus 
vectors, transposon vectors, and adeno- associated virus vectors. Methods 
are provided in which the host cells are prepared by using the 
integrating vectors at a high multiplicity of infection. The host cells 
are useful for producing pharmaceutical proteins, variants of proteins 
for use in screening assays, and for direct use in high throughput 
screening. 
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TI Lentiviral vectors encoding clotting factors for gene therapy 

AB Recombinant lentiviruses and transfer vectors for transgene delivery as 
well as methods for gene therapy using such vectors are disclosed. The 
invention provides a third generation lentiviral packaging system and a 
set of vectors for producing recombinant lentiviruses, as well as novel 
tissue specific enhancer and promoter elements useful for optimizing 
liver specific transgene delivery. The transgene is preferably a blood 
clotting factor such as human factor IX (hFIX) or 
human factor VIII (hFVIII) and can be used for treatment of 
hemophilia. 
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TI Implantable biocompatible immunoisolatory vehicle for delivery of 

selected therapeutic products 

AB An immunoisolatory vehicle for the implantation into an individual of 
cells which produce a needed product or provide a needed metabolic 
function. The vehicle is comprised of a core region containing isolated 
cells and materials sufficient to maintain the cells, and a 



permselective, biocompatible, peripheral region free of the isolated 
cells, which immunoisolates the core yet provides for the delivery of 
the secreted product or metabolic function to the individual . The 
vehicle is particularly well -suited to delivery of insulin from 
immunoisolated islets of Langerhans, and can also be used advantageously 
for delivery of high molecular weight products, such as products larger 
than IgG. A method of making a biocompatible, immunoisolatory 
implantable vehicle, consisting in a first embodiment of a coextrusion 
process, and in a second embodiment of a stepwise process. A method for 
isolating cells within a biocompatible, immunoisolatory implantable 
vehicle, which protects the isolated cells from attack by the immune 
system of an individual in whom the vehicle is implanted. A method of 
providing a needed biological product or metabolic function to an 
individual, comprising implanting into the individual an immunoisolatory 
vehicle containing isolated cells which produce the product or provide 
the metabolic function. 
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TI Implantable biocompatible immunoisolatory vehicle for the delivery of 

selected therapeutic products 

AB An immunoisolatory vehicle for the implantation into an individual of 
cells which produce a needed product or provide a needed metabolic 
function. The vehicle is comprised of a core region containing isolated 
cells and materials sufficient to maintain the cells, and a 



permselective, biocompatible, peripheral region free of the isolated 
cells, which immunoisolates the core yet provides for the delivery of 
the secreted product or metabolic function to the individual. 
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TI Implantable biocompatable immunoisolatory vehicle for delivery of 

selected therapeutic products 

AB An immunoisolatory vehicle for the implantation into an individual of 
cells which produce a needed product or provide a needed metabolic 
function. The vehicle is comprised of a core region containing isolated 
cells and materials sufficient to maintain the cells, and a 
permselective, biocompatible, peripheral region free of the isolated 
cells, which immunoisolates the core yet provides for the delivery of 
the secreted product or metabolic function to the individual. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 
TITLE : 



INVENTOR (S) : 



2 000:83864 USPATFULL 

Implantable biocompatable immunoisolatory vehicle for 
delivery of selected therapeutic products 
Dionne, Keith E., Rehoboth, MA, United States 
Emerich, Dwaine F., Providence, RI, United States 
Hoffman, Diane, Cambridge, MA, United States 
Sanberg, Paul R., Spring Hill, FL, United States 
Christenson, Lisa, New Haven, CT, United States 



PATENT ASSIGNEE (S) : 



Hegre, Orion D., Green Valley, AZ, United States 
Scharp, David W., St. Louis, MO, United States 
Lacy, Paul E., Webster Grove, MO, United States 
Aebischer, Patrick, Lutry, Switzerland 
Vasconcellos, Alfred v., Cranston, RI, United States 
Lysaght, Michael J., Greenwich, RI, United States 
Gentile, Frank T. , Warwich, RI, United States 
Brown University Research Foundation, Providence, RI, 
United States (U.S. corporation) 

Brown University, Providence, RI, United States (U.S. 
corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO.: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L13 ANSWER 8 OF 17 USPATFULL on STN 

TI Promiscuous G-protein compositions and their use 

AB Disclosed are compositions and methods for their use, such as in 

identifying G-protein coupled receptors and ligands and compounds that 
modulate signal transduction. The compositions and methods employ 
promicuous G-proteins . Activation of the promiscous G-protein can be 
detected in a variety of assays, including assays in which activation is 
indicated by a change in fluorescence emission of a sample that contains 
the composition. 
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TI Recombinant DNA molecules and expression vectors for tissue plasminogen 
activator 

AB A recombinant DNA molecule adapted for transfection of. a host cell 

comprising a nucleic acid molecule encoding mammalian erythropoietin or 
tissue plasminogen activator, an expression control sequence operatively 
linked thereto and at least one SAR element. The invention also relates 
to expression vectors having the recombinant DNA molecule and to 
mammalian cells transformed with the expression vector. The mammalian 
cells lack multiple copies of an amplified amplification gene and are 
capable of expressing recombinant EPO or tPA in vitro at levels of at 
least 1,500 u or 500 u/lO.sup.6 cells in 24 hours respectively. The 
invention further relates to a method of expressing recombinant 
mammalian EPO or tPA using the expression vectors and to a transgenic 
non-hvanan animal or embryo whose germ cells and somatic cells 
contain a DNA construct having the recombinant DNA molecule of the 
invention. 
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TI Methods for making immunoisolatary implantable vehicles with a 
biocompatible jacket and a biocompatible matrix core 

AB A method of forming an implantable and retrievable immunoisolatory 

vehicles is disclosed, the method comprising the steps of first forming 
a core comprising a volume of at least 1 .mu.l and at least 10. sup. 4 
cells capable of providing a biologically active product or metabolic or 
immunologic function, said cells being dispersed in a biocompatible 
hydrogel or extracellular matrix, and then forming around the core a 
surrounding external biocompatible thermoplastic or hydrogel jacket free 
of said cells projecting externally thereof, said jacket having 
molecular weight cutoff permitting passage of molecules to and from the 



core through said jacket to provide said biologically active product or 
function. 
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TI Methods for treatment or prevention of neurodegenerative conditions 

using immunoisolatory implantable vehicles with a biocompatible jacket 
and a biocompatible matrix core 

AB A method for treatment of a neurodegenerative condition in a patient 
comprising implanting in the patient at least one immunoisolatory 
vehicle comprising a core comprising a volume of at least 1 .mu.l and at 
least 10. sup. 4 living cells which secrete at least one biologically 
active product, said cells being dispersed in a biocompatible matrix 
comprising a hydrogel or extracellular matrix components, and an 
external jacket surrounding the core, the jacket comprising a 
biocompatible hydrogel or thermoplastic, the jacket being free of cells 
projecting externally thereof, said jacket having a molecular weight 
cutoff permitting the passage of the biologically active product from 
the core through the jacket. 
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TI Methods for treating diabetes by delivering insulin from biocompatible 
cell -containing devices 

AB A method for treating diabetes in a patient comprising subcutaneous ly 
implanting in the patient at least one immunoisolatory vehicle 
comprising a core comprising a volume of at least 1 .mu.l and at least 
about 10. sup. 4 living cells which secrete insulin, said cells being 
dispersed in a biocompatible matrix comprising a hydrogel or' 
extracellular matrix components, and a surrounding external jacket of a 
biocompatible thermoplastic or hydrogel free of said cells projecting 
externally thereof, said jacket being permselective and immunoisolatory, 
said jacket having a molecular weight cutoff permitting passage of 
molecules between the patient and core through said jacket wherein the 
insulin is released from the immunoisolatory vehicle into the patient's 
body to treat diabetes . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE : 



INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



1999:18748 USPATFULL 

Methods for treating diabetes by delivering insulin 
from biocompatible cell -containing devices 
Dionne, Keith E. , Rehoboth, MA, United States 
Emerich, Dwaine F., Providence, RI, United States 
Hoffman, Diane, Cambridge, MA, United States 
Sanberg, Paul R. , Spring Hill, FL, United States 
Christenson, Lisa, New Haven, CT, United States 
Hegre, Orion D., Green Valley, AZ, United States 
Scharp, David W., St. Louis, MO, United States 
Lacy, Paul E., Webster Grove, MO, United States 
Aebischer, Patrick, Lutry, Switzerland 
Vasconcellos, Alfred v., Cranston, RI, United States 
Lysaght, Michael J., Greenwich, RI, United states 
Gentile, Frank T. , Warwich, RI, United States 
Brown University Research Foundation, United States 
(U.S. corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5869077 19990209 

US 1995-449562 19950524 (8) 

Division of Ser. No. US 1994-179151, filed on 10 Jan 

1994 which is a continuation-in-part of Ser. No. US 

1991-692403, filed on 25 Apr 1991, now abandoned 

Utility 

Granted 

Bawa, Raj 

Elrifi, Ivor R.Mintz, Levin 

13 

1 

15 Drawing Figure (s); 9 Drawing Page(s) 
3813 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 



L13 
TI 



AB 



ANSWER 13 OF 17 USPATFULL on STN 

Methods for making immunoisolatory implantable vehicles with a 
biocompatiable jacket and a biocompatible matrix core 
A method of forming an implantable and retrievable immunoisolatory 
vehicle is disclosed, the method comprising the steps of first forming a 
jacket of biocompatible thermoplastic or hydrogel, and then loading the 
jacket with a core comprising a volume of at least 1 .mu.l and at least 
10. sup. 4 cells capable of secreting a biocompatible matrix comprising a 
hydrogel or extracellular matrix, said jacket having a molecular weight 
cutoff permitting passage of molecules thereacross to provide said 
biologically active product or said function. 
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L13 ANSWER 14 OF 17 USPATFULL on STN 

TI Methods for coextruding immunoisolatory implantable vehicles with a 

biocompatible jacket and a biocompatible matrix core 

AB A method of making an immunoisolatory vehicle comprised of a core 
comprising living cells dispersed in a biocompatible matrix is 
disclosed, the cells being capable of secreting a biologically active 
product or of providing a metabolic or immunologic function to an 
individual, and an external jacket surrounding said core which is a 
biocompatible, permselective thermoplastic or hydrogel, said jacket 
being free of said cells, comprising coextruding a suspension comprising 
said cells dispersed in a precursor matrix material comprising 
extracellular matrix components or a biocompatible hydrogel precursor, 
and a solution of a biocompatible jacket precursor from a nested 
dual-bore extrusion nozzle, wherein the suspension of (a) is coextruded 
from the inner bore and the solution of (b) is coextruded from the outer 
bore of the nozzle, to form said jacket as the solution of (b) and the 
suspension of (a) arc coextruded; and exposing the vehicle to a 
treatment that forms a core comprising a volume of at least 1 .mu.l and 
at least 10. sup. 4 cells and comprising a biocompatible matrix from the 
precursor matrix of solution (a). 
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TI Implantable biocompatible immunoisolatory vehicle for delivery of 

selected therapeutic products 



Immunoi solatory vehicles having a core and a surrounding jacket are 
disclosed, the core having a volume in excess of 1 .mu.l and at least 
about 10. sup. 4 living cells capable of secreting a biologically active 
product or of providing a biological function to a patient, the cells 
dispersed in a biocompatible matrix formed of a hydrogel or an 
extracellular matrix component, and the external jacket being 
permselective, biocompatible and having a molecular weight cutoff 
permitting passage of molecules between the patient and the core through 
said jacket to provide said biological product or function. 
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TI Implantable biocompatible immunoisolatory vehicle for delivery of 
selected therapeutic products 

AB A method of providing a biologically active molecule or metabolic or 

immunologic function to a patient, comprising implanting into the body 
of the patient at least one immunoisolatory vehicle comprising a core 
comprising a volume in excess of 1 .mu.l and at least about 10. sup. 4 
living cells dispersed in a biocompatible matrix formed of a hydrogel or 
extracellular matrix components, said cells being capable of secreting a 
biologically active product or of providing a metabolic or immunologic 
function to the patient; and an external jacket surrounding said core, 
said jacket being formed from a thermoplastic or hydrogel, said jacket 
being free of said cells projecting externally therefrom, said jacket 
being biocompatible and having a molecular weight cutoff permitting 
passage of molecules between the patient and the core through said 
jacket to provide said biologically active product of function. 
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ANSWER 17 OF 17 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 
Methods for increasing the efficiency of recombinant AAV product. 
The present invention relates to methods and compositions for increasing 
the production of high titre stocks of recombinant AAV (rAAV) through 
regulation of expression of the AAV REP and CAP proteins. The methods and 
compositions of the invention are based on the observation that the low 
level expression of the AAV REP protein increases the production of AAV 
viral capsid protein and efficiency of packaging resulting in production 
of higher titre recombinant viral stocks. The invention encompasses 
recombinant AAV vectors that direct the expression of AAV REP and CAP 
proteins and the use of such vectors for the production of novel, stable 
cell lines capable of generating high titre rAAV vectors. The invention 
provides methods for regulating the expression of the AAV REP gene at the 
transcriptional and post-translational level. The methods and 
compositions of the invention can be used to produce high titre stocks of 
rAAV which can be used in gene therapy for the purpose of transferring 
genetic information into appropriate host cells for the management and 
correction of human diseases including inherited and acquired 
disorders. 
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